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my imm > ^m^s- 503 1 e sn^j^m, ^mw-s- i 01695^, 
iw)7-9 7 3 3 4^*5<trxioi8 - 2 5 9 4 6 on^j^muEizmm^nxi^^^ . 

LH-RH^^#:^LTii. L H - R HTlf-X h ^fctiL H - R H7 >^S^ 

^ cn 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH2 

^4^. XtiN(4H2-furoyl)Gly ^;^JlNAc AJlNMeTyr. Tyr. Aph(Atz). 
NMeAph(Atz)7&^^Mti*nS5iS^. Bit DLys(Nic). DCit, DLys (AzaglyNic) , 
10 DLys(AzaglyFur), DhArgCEtj). DAph(Atz)*3ckt/DhCi f}^'bMitn^^M^. C 
tSLys(Nisp). Arg^;^c^i hArg(Et2)^^n^^n^-r] -cmtD-^n^^Mm^^ 

LH-RH7d'-x h^bTji, m^i-£. cm 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
15 i^^. Yt^DLeu, DAI a, DTrp, DSer(tBu). D2Nal 4ocfct)^DHi s (ImBzl)7&v^g 

itn^mM^. z NH-CjHj Gly-m, ^^n^'n^Ti x^mio-^n^^m 

Tfe^^y^H (ip-^, S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CzHs 

N(4H2-furoyl)Gly : N-^ h ^ t: FD :7 o-fjl/^U >^>^1« 
25 NAc : N-T-fe^;WS 

D2Nal : D-3-(2-:h-75^;i/) T^ — 
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D4ClPhe : D-3-(4-^CiP) :7 ai -;i/T^ — >?iS 
DSPal.: D-3-(3-h°U>^;i/) T^-->?^S 
NMeTyr: N-^^;P^Dv>5S^ 

Aph(Atz) : N-[5'-(3'-T^y-l'H-r, 2'. 4'-hUTyj;W]:7a:-;WT^ 

, 5_ : ._^>?iS„,. ' _ „.„ ... .. '.„., _ ' 

'NMeAph(Atz) : }i-^^JV-[^' -(Z' -T^ /-I' H-l" . 2' . 4' - H U TV.U JDly :c 
- -jlX^iLymm . . 
DLys(Nic) : D-(e-N-r-n^/-r;>) U->>^S 
Dcit : d—^h)l^J>n& 
10 DLys(AzaglyNic) : D-(rif^^)>^Jlzin^y^)l) U >'>3^» 
DLys(AzaglyFur) : d-(rif^Vi^)Vy^=.)l) Ui/>?^S 
DhArgCEtj) : . D-(N. N' ->^X^;i^) jJ^^T;I/^^>?^* 
DAph(Atz) : D-N-[5' -(3* y-l" H-l' . 2' . 4" - h U 

15 DhCi : d-^^i^ h)WJ>mm 

Lys(Nisp) : (e-N-l-y/Pl^;!/) U>'>^S 

hArgCEt^) : (N. N' -:/X^;i/) ^js^T;!/^- >3^S 

^©flfiT^/mtCML, BS^T^^-r^^-^^ lUPAC-IUB 3^ '>i/3 > •> 

"7* • :^/ir5 ;^7;l/ • 7 —;^ >^ 1^—^^ 7— (Commission on Bioehemical 
20 Nomenclature) (3 — ot!T> • i^^—^)]/ - • A-T^^^X hU — 

(European Journal of Biochemistry)^ 138 #> 9~3 7M (1984 ^) ) iZ^ 
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■7 hxM. 1 - 1 FD^v-- 2 -■:h:7 VJLm.i6^XS2-}^ Fd^v-- i --^7 
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25 ^:;^?^ffl^/^^n^o 
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3, 5 0 4(D1 5SM®m5^-m5j^'J7,5^l/>^S2p#lM<hbT'y';i/A-5X- 

->3 >i7D^ h>f^7^'- (Gpc) 'T:m^\^Tz.-e-^)7.^v>mn(o^^m^ 
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- =:L)V\z¥'7i^y^mM. (ONPH) mW. (5N:^m/'T-feh- hUJl'/Xr^^y 
— ;i/= 1. 0 2/3 5/1 5) 2m 1 i:0. 1 5M 1 -X^;U- 3 - (3 - 
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5 F^i^F<hb/c<i:#(D5 4 4 nmP^Tt;^^ B (/cm) .h-r^i^. S 

[COOH] (mo 1/g) = (AYG) / (WB) 

15 (D5{>^*M^bVv„ 

2 0, 0 0 0 ~I1J 5 0, 0 0 0 T\ )]/^^tim 
25 3 0 ~?^tJ 9 5 /zm o 1 / g V »^ L < J1^^4 0 9 5 m o 1 / g , J; 0 $f 
^b<^t»^5 0~l^9 0 Mmo 1 /g-tr$»§:^U?L^ (fij. D-?Lm. L-?L 



Wb 99/36099 
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1 ' ■ - ' 

PCT/JP99/bO086 



m. D L a. ^ mzDh -^imta E7!)m^ l v^) -^m^v^^ 

• tt^BJiTKM^^ (i|#P^aS6 1 - 2 8 5 2 l ^)^^^>i«^^^Fii^Un U H 
^<D^^^i^xX5^;i/'fb^^ (Encyclopedic 
5 Handbook of Biomaterials^^^^a^^^ Part A: Materials, Volume 2. 

XVv^ <h JiRg^ jB^iJ^lf, E P - A - 0 8 3 9 5 2 5 mzt^W(.(Dp7ii^ 

it^jk^cD^jti^ (M^\tmmmm.7Kmm^m^ wmme 1- 2 s 5 2 

15 D-fim tert-y^;i/, L-?L^^>5^^;i/fj;<Jf) S7t«:^;U3}^=^rv;i/S.*^^^m 

20 fell r;^>;i/4^:^^>;i.S7&i^^$n7ct HD:^^ v>^;^j;i/5i^>^p^#:j ,i:ti> M 
. AJ^, :^?;p3i?^ix;i/S (-COOH) t&^^ts H (-CONH2) 'ft^i'c^lxxT^ 

;i/ (-COOR) {t:$hTVv;5> t HP^->:^j;U7}^>^^##:fd:<J:/&^^felf ^jtl^ 
i?^\>=f;&^Tt>v (-COOH) 7&txX^;V (-COOR) if^ 

25 ^;iTXX^;i/{':fett§R<hbT{i, ^^ijAt^. JL^Jl. li-'fu^ 
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fch^tf^^Urn'J h\ L-^i'^^H. D-^i75^h\ DL-^^5^h\ 



0 



II 




0 
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Mta^m m^it. ^>-if>, h;i.x>/^^->l/>. •T':trU>. zy^f^^Jl-^JU 

1 0.0-3 0 orT^u, mmM^cDm-^^ ii^^^a-i s or-e^o. 



wo 99/36099 PCT/JP99/00086 

(2) ^^{::, ±IB (1) (Z)a-&Sl^^{CctoTli^n;^co)^{C'(^«^n;^c:*7;i/7i^ 

u (h Hn+->:^;u/j^>^) (DJix'r)i^m'^izmm^^Pi'rizi^mm^m^T 
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10 ±Km^mt2^^t^^x^^o 

^'biZ'Z''m\zmcx. ±tE(Dm.umKmz^'^x%^nrz'^'j'^-^mm7\<i 

i^^ui^t^io )i^^iy)imm^mm\zm}:>xmm'^^ ^it-fy^x"^ Mi^mzit. 
mxit. EP-A-o 8 3 9 5 2.5^izmm(Dyym^r:iit^rnzmcrc:fjm\z 

15 Jz-oxno:itt^x^^o 

m$i(D^o\zi.xni^nrz^wp^^m\iyf^'j'^-i^^ mwc^mm^mmr^ 
r:itb(Dmmtvxm\^^^^t^^x^^. 

mA.it. wo 9 4/1 5 5 8 7^^»Hi) 7?Mjfr#^. 

20 ^fz. mmm^Wi(Di[:^&^mm\z^'ox^t^^mmo)ti)v^^i^)vmizi.rz.% 

^-^\)zi--)imM'^m-iMXit^—^jy:»~- ^ h (Boehringer 

Ingelheim KG) :6^^TtTa5^nTVv:g,fe(D^ffll^Tfeci:Vi. - 

Ws^^-h^^V^ ^t\W TSoTfeJ;<, ^(DW^-)5^^t.\^X\%. mTOil. (a) 
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(b) ±m(Dti)v^^=^i^)im^m-r^±i^p^^M^7f-v^-^mmmm\zmm 

m, ^, mu^) (DMm^ mpnt. mm^^ ^v:i-)imm feu 
< \tmim^u-^vrzmzmtti:'orcyf-v^-^mm'r^. tji^^mwi^n^. 

:$i^m(Dm.^mz^\i^^^mm^mn(Dmmm-i. ^mm^i^mcDmm. m 

^om-^. mo. 0 omm%. ^^v<umo. i~5 oma%TS-5)o 

^si^ii^y^^ H miz (A) tm-r^) t\i\^u^iy'ry hj^m m\z (b) 
tm-t^) ^(Dm'^^'^^xtii^'^Miims.f^i^om^. (a) ^: cb) torn. 
(Dmzi^hx. (A) (Dmmititm'^m5-^m9 omm%. n^v<itmi o 
^mssmmx. ^KOitf^vKm^i s^-ms omm%. mztfi^^\^<itms 
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^#;^T > S <h ^ <i: ^ :7° n > >{!: L TJilsm7K^14^t3t- ^ 

. . {cijSVit H P^~>:^:7 hxm*/c(i^©:^^iB'&-r^©/O^^MSbiio 
,- -^^^^ 

20 fiitt#jKmiiB<z)i2'&mfiKTi^(5<h/u^jO^^-7''p h >{i:$nT, ^< ^>^#o. 
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nm.(D^^m(D) ^^u=E:j^— (^m^TM^^j zi-)vm.y f}^^\fibti^o 

^mz^-f^o t FD=^rv':^>' hX^(7)p Kat3:v 'C^iJ^J^. 3 - b K □4^5>- 
2 -:^-7 hx^a)^n« 2 . 7 0 8 (it^mn m^mn. B^it^^. mm 

4 4^9^ 2 5 B^fT) — ?L^- ^^'J U rf-7-(D;ti;i/ 

^ >- (Z) ^ n e. nx s ^.u - cd p k a 

(=3. 86 ^TM 3. 83) ^mmiz. rg^g^AJCck^ g Sx^^;i/^-^ib«Sn^ 

^^5tcJ6?>nT:feOfiJfflt"^:ii:7&^'-e#^ (Table 4.1 in "pKa Prediction for 
Organic Acid and Bases", D.D.Perrin,. B. Dempsey and E. P. Serjeant, 1981) o 
t F o4^>';i^a<i-x7.x;u^^t::MLT«^n^'n, 

ApKa (OH) =-0. 9 0 
ApKa (XX-T^Jl/^S-^) =-.1. 7 

tCgt)ifiViXX5^;l/^^CD^#^#^bT. 

pKa = pKa (?Lm^fe«^5^U:3-;L'^)-ApKa (0H) + ApKa (XX 
5^;i/^-&) =3. 0 6^fc^i3. 03 - 

h^tbi^n^o =eeoT. t Hn:^S/:^:7 hxm^m^ (pKa=3. 86) . 
^'Ozi-}im (pKa = 3. 8 3) , •^i=,\Z\tmM-'^''^Jzi-)im^V::^-^- 

!mmt(DmL:^m^mz^j^vx\^^^tm^i^ti. ^(dmo)^^^^^ ffi^ti^-T!)^ 
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20 :*:HJ?ffl«lc43tt'5 r^;^igftj i:^^. ±fBK«*^^-2 5 m g D;^^ < . 5g 
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( I ) 7\^^^mm 

( i ) O/Wfe 

i:7nn/tN;PA. v^!7ppx5'>, hu^nox^>, mMitmM^) . j:-— 't- 
is Jim ^vy°u\f.)VjL—v^)vm) . m^m:r.:^^)]/m. 

0 1~*U5 0 %(v/v), J:«9$fSL< fmiO. 0 5 4 0 % (v/v) , # 
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.5. . . 1 ~IU.6 O.S»% >. MizBt.U<MBZ_^.B 5 0 J|«%>Ov^^|^;^^„ 

^ ^ > t jii^ / -)V(Dmm^^mmmh i^xm v^f^m^.-^moizmi o . o i 
1 0 J: D $f ^ b < \tm 0 . 1 5 mm% . 4#{c$f ^ b < mtj o : 
5 --iij 3 a«% 65i^i'n^o 

miO, 0 0 Ofg, ckD$f^b<^^^t)5fg~ltJ5 0, 0 0 Of§, it#tz$f^b< 

1 0 f^-^t) 2 , 0 0 0 i^f)^i^mun^o 
±ni(D^7i^m^izmutm^w^xh^\^K m^itmi^. -mz^^r^ox 
20 wx-^)Viy 3 >^mf^iix^ ^h<Dx$>ti\t\^^-rnx^j:\^^o mi^mzJit. 
it. 7:^-^y^^m^'\^m (:tu-(>m±h'j^A. x^7^j>mi-h'j^i^. 

y;l/H^>litfei^xx^;i/ C^y-f — >(Tween)80. ^y-1'->(Tween)60, Th^ 

x/^^^y—m . yi^v^^i^x-^uyiiTiymmmi^ chco-6o. hco-so, a 

25 yty^tiJVX} ua) . Tj^U ifx;nf DU jJ^U ifx;i/T;i/n-;K tiJl 



. PCT/JP99/00086 
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) 
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mo. 0 5~f<)5a»%(DigfflTfflVie>n'5o 

10 T^lf h-;i/, ^i/'J 1 — )V, TFJil — ;i'^CDSffiT;i/a-;i/^. 

25 -t;1/=^->7?/W^lv^„ 
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1 — )i^mmx$>^o 

20 Tfe<fcVioJff*b<(i> o~2 ot:co#iaj$^co^^^t^T-r^M^^^« 



PCT/JP99/00086 

* L < 2 4 PfFsl-^D 1 2 0 ^ b < fifl^J 4 8 B#rBl~ID 9 6 PtF^I 

5 T25-2>o 

i^M^^::^?*i:bTii, m7L\t. m.i^m. mmm. ^mm^tz.\t^)v>^ 
(ii) wyoy.wm (1) ' 

m^t. tuiB (I) (i) mizt?.m.^mm'v$>^. ^rcmmmmm^mi^^m'^ 
15 iz\t. ^(Dmm(D]±,mit. mm (I) (i) mizmwLtmm-c$>^o 

z.(Dm'^!^^^'^i^±-f^-^rMm'^mm(D<i^^(D:^mx%itv. w/ox 
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J;SE0^7K+i ^^^^ 

(iii) W^^O/Wj* (2) , . . . : 

Mf^5fe?^^i: tills ( I ) ( i ) ^{cfEm<h|wl1llTa5^c t Ho^v- 

2 5 0 «a % y^)^ ^ n -5 o 

:^31?Stt2^SS;^c«^©m©»|gS«— 0. 0 0 Img/m 1 ~ 
lOg/ml, J:«90Sb<JlO. 1 mg/m 1 ~ 5 g/m 1 TjgtC$ff ^ b < 
«1 Omg/m 1 ~ 3 g/m 1 Tfe^o 

±miz^K)nibnrcn7mtm^t^^'^>^-^^^~^rMmmii&m<D'jk^ 
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urn 2 ~ 1 0 0 i^, i: 0 $f i b < um s ~ i o fg-r-^) » 

1 0~1 0, 0 0 0 c pT\ ^Sb<m^l 00 — 5, 000 c pT^^o $ 
b {C$f * b < JIJ^^ 5 0 0 ~ 2 , 0 0 .0 c p T^^o 

^ (Di^43 J: iS^i^ U V — S (Z) j^7&^ b ^ -5 o X T 3 > 
^T^m^izMPL. W (rtzKtB) /O (^ttffi) / W (^tK+M) xvjl.v's >^fl^^ 

)i^mm-r^o :i(D^.(D^7^^i$^mit-mmz\-i.mm^m(Dmim-mio, 

OOOfg. J:!9«^*b<m<35{^-*t5 0, OOO-f^, ^IZ^^I. <\tm 1 0 

fg-*U2, 0 0 ofg^^e.jitfn^c 

mitmm ( I ) ( i ) m\zmmLmm-^^$>^o 
(II) ii=a^^?* 

mit-^'it^o m.^y±}v^->'3>Mit^^wm(Dmo. o i~i, o o oi^. 

$fSU<mU0. 0 5-5 0 Oi^. mztti-^V<itmO. 1-2 0 Oi^^^'^m - 
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(III) mmm.'^^ , - 

^ D - ^ U - X 'J'V 1/ -3^ - ^^'j: ^1 ^ ffl ^ T ^ pg[5 b T^j:;^^^ 6 Wit 
*5J;t)^'7K^^^$iiTl£@bfe^, >?x»y h ^ ;l/7^j:i-e|r^#bT«* (V< 
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(IV) 2X^';;yri 

atb* T^j: ^ {:i t F n :^ h * (Dmmmm^m izm^. 

mmmmti.'cu. mm (ly (i) dta^-hiwitiT^^o ^tzmmmmm^ 
m^y^^m-^^zit. ^(Dm^o)itmi:i. ttits (i) (i) m\zmmtmm'c$>^6- 

(Dmmmm^m^T^:^mit. mi^{i^m(D:;^i^$>^i^i^^tnzmc^:i5mm 

^uuTisjiA. -j^uujL^y. hU^nDX37>> mm\:.mM^) . x— 5=- 
(^J, x5=-;i^x— 5^;!/, < y:7°Dt!;ux— , B§ft5^xx7^;K^j. 
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^(D7Kffi#:^«> ?*+g^KcD*U 1 f^~*^ 1 0, 0 0 Ofg, 

* b < 5 j^~l<J 5 , 0 0 0 U< \tm 1 0 2 , 0 0 OB 

xm. zi->7.^-9-m) u^(D7m^0m. ^^)iy>ue(Dr^ jm. y^ 
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* L < 2 4 mm-m 120 mm. mz0^ u < m^4 smm-m 9 e mm 
»^a^^>^?i^LT^i. mi^m. mmm. ^mm^r^it^)i>^ 
^;ibtc<vio sfc, t<h*^*T#^fcje), a»tBt(7)B#®^ 

(V) IX^^:/^?* 

m^m^^^m-^izit. -^(Dmrno^itmit.. mib (d (i) mizmmtmrnx' 

«?ft+B^5«©|i^ 1 1 0, 0 0 0 fS, ct «3 U < 5 {^~*tJ 5 , 

0 0 0 mz^^ b < mtj 1 0 i^--m 2, 0 0 0 i^-^^i^mitn^o 

±ti<D^7m^izm^X J; v^?Wb^J-^g^ffiiltn^J. ^ J;r/^(D^©s^M 

ffetttatHd v)mizn^mLmmx$)^o 



WO99/36099 
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y^ — y (Tween) 80, HCO-60 ^CD^M^tt^J. t:7;i/n >^:h h U r> A, 

0. 1~3 0 0 Aim, $f^b<«7|1]0. 5~ 1 5 0 /zm®IBH. ^<hizB^L 
20 < 1 y^>^^ 1 0 0 wm(DtgfflT^^o 

25 ^^3, T'^X, "^-t^-^^) tc^bT^^fcJ;gmfci:^^i:UTffl(.i§ 
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-So 

0 5mg~ 5 Omg/k g#:fiC0lBH. 'biZtff^V<iM^O . lmg~30 

^mf^i±mnm^(Dmmmm. MMmm.'Mmmm.ii^izj:-oxm'M.mz<:ia 

15 ^mMoymici^m.m.m'^. ^^-r^^m^^mno^mmizjit^cx. m^(om 
m.ti.E(D^m • mmMt.\.xm^^^^^iif}^x^^-f)^. m^u. ^m^^^m-h^. 
\^u-YLnmmwx^^m'^\z\%. 5j^;i/^>'fe#tt^s, mz^^^)v^>^^ 

b<«, ^(Di^mm(D^) /^^ > MJ}^^mmvrzm^\zit. ^s^cd^e^ • m 
m) mta^tvxmi^^^^tpx^^o ^^\z. m^ji^e^im^^x^)^-^^ 
LH-RHm^mx$>^^ii^rz\tm]^mmr^a<Di^^ • mmm^hxhrn^^^ 

^:itf}^x^^. 

25 

urizmmm. m^m^^mm^\^$>ifx:$:m^^'^ ^^izMi^mzmmt 
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mmmi ■ : ' 

N-(S)-Tetrahyclrofur-2-oyl-Gly-D2Nal-D4ClPhe-D3Pal-Ser-NMeTyr- 
DLys (Nic)-Leu-Lys (Nisp)-Pro-DAlaNH2 (^J.T^y''^ \^,Atm^-t/b) (OmM 




SnbT*5Vi:rc 0. l%(w/w)3i?U \f.-z.)V'r)Vu-)V (EG-40, B^'^mt^U) tK 
'-mW. 400ml (f icaXL^ ^- t: >S4N^5 ^1t--^ffl V^T 8. OOOrpm -eitj^bO 

(/^TilolU. ^t^L^iT^II^ (05PR-22. BSlMf^m) ^fflV^T 2, OOOrpm, 5 5^F^ 
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5 m^m 2 

<-7°^ F A(7)g^^i& 1785. Img 43ctD^ 3 - t: H n :^^-> - 2 - :J- h . 
1370. 4mg ^X^y-;i/ ISml (:i|g^bfco Cl(Z)^^g^P-^S^ 'J— X'^^yTj^lz- 
^-^ffl V^T^^ tcMl£f:i b; W^^^^^^^-frfco ;i(Z)^g#I^i^'^7nD 

^5'> lomi \ n:\zm^\^x^^^ti o. i«(w/w):;i^'j trx;P7;i/ 

10 D-;i/7j<?§^^ lOOOml 4ilcaAb. ^ — t'>^^^^^1t-^ffll.ii: 8, OOOrpm 
-r y5'0 7>:7aiTff <7)^^5^HA^a*5cfct/3 - t Fn:^^/- 2 --Ty hX^/ 

^y^HA^;i/it«^n^'n5 4. 3%, 6. 1 sT^ofc 

15 . 

^y^^FAOi^^:^ ISOOmg, 3 - t H n=^^'>- 2 hX^ 173mg :feJ;tX?L 

(?Lm/^'Uzi-;i/M=50/50 . a«¥J^5^ 

^« 10. 100, 5. 670, TJU;^ U J::S:^;U7}^=^'>;U»» 2 

20 6 8. SMmol/g, fPT^M^xmrn) 2g ^v^'nn^^> 6ml 43J:UCx3'y- 
;^0. 2inl (7)^#^?t^{C^^b, ^iJ?) 18t:{::llgnLT*5{.ifc 5«-7>xI — )]/^ 
m 0. a(w/w)/j^U lfx;i.y;i/zi— ;i/7K^^?^ 900ml ^izf^Xl^, ^5^— ti>§i7!^^ 
^^-tJ— ^fflV^T 7. 000rpinTJt3^bO/WX-7;i'>'3 ><hb/i« :iCDO/WX 

V 3 >^^iaT 3 BtFpliti^bT v;J7 D o ^ >43 J:tXx^ y -)P^mm.$> 
V^TlBjgb, iffi^L^^Hm^fflViT 2. OOOrpm, S^r^lO^^T^^-f ^ P;^3:7°-fe;i' 
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^m^'i^xmrni^Tzo :in^mzsm^7i^\z^WLWi^ ^^tz^-i:^5^is^^TV^ 
w^ti^xm^nrzo mMLrz^y:^h-)i^sYmx'm^vx>i^i^rz-7^ 
1. 9-e$>-ofcc ^Lx:^-0m^^m'^i±j^^^mxmi^xM$brzmxmm 
10. mmm4 

y^y'"^ \^ AOmmU I900mg. 3 - h F o^i^- 2 -"t-:? hx^ 182mg 
fL^-iJT'U (IIJSF!|31C1W1C) 1. 9g ^v?^PPp<'^> Bml *5 

J;tJCXr$^y-;i/ 0. 2ml ^J?) IsrJcPgiibT^SVi/c 5% 

15 IS 900ml If t-aAL. ^ — If >M^^ ^=lr1t— ^fflVi, 7, 000 rpm iritis bTO 

n:^:/-tr;i'^#:^Co ^Jnbfcx'>x ] — )l^i^WX^^^^X)^ii>rc-^-i ^uti 
yi2:;K7)K»lHlM«8 5 %. ■T-r^o-:^»y-li;i/4'®^:7°^ HA^a43J:a^'3 
-fc Fd^5>- 2 -±7 hX^/^>^^FA^;H:b«^n^'n3 8. 6 %, 0. 

8 8. 9 XX^-dTz.. 

25 =75/25 , M^*^^^* 10- "^00. 6. 100. 7;i-*'J?l^ 

lCck^;fj;i/4^^^->;l'S» 2 6 5. 3j^ mol/g ©?Lm-^uri-;i'^#^m-&^2^ 
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-3 8. 3%, 0.. 9 2T$>ofCo ^LTC:(7)||3^«^»^ttjA^^«-r^bT^ 
J6}^cit A?»«/ 8 8 . 3 % o fco 

mmmQ ■ 

K A(7)g^m^ 1 800mg ii^ZSmM- ^ U i:^ (?L^/^ U 3 

-;i/m=50/50 , S«¥i^^^-?« 12. 700, ^^pjt,^^^ 7,090 > TJL':^/ 

Ufi§^t::J:^;^;i/#^>';i'** 2 0 9. 2 m moi/g. fn^MMxH^) i. 8g 
^>^/7DP^i$'> 7. 2inl l:i^^b7tj^?^^C, 3 - 1 Fn4^->- 2 --i-:7 Hx^ 
U "OKm. 196mg 2. 3ml (C^® Lfc^§^^^I^;^7}^^:>^:^-r+)-'— TfUkb 

re 5%T>X I — 0. lX(w/w)/}^U t:x;i/T;i/a— JPtK^^S SOOml ^{::?iA 
L, ^ — bf>^:lNt5 4^1i— ^ffil^^T 7. OOOrpm Tlftj^LW/O/WX-TjUi/a 

><hL;^c :i(DW/o/wx-7;us/3 >^^iaT3P#PBlM^^bT>^^DDp<^ 
7 5 Mm®@&l^(Di$l/itrfflViTlij©b, 3s>L^5^■il^^ffl V^T 2. OOOrpm, 5 ^ 

tzo mM^tifz-^^ ^utJ-:f'iiMt 250mg <D-^>~h—)lt'pmo:>m^7K^M 

;i'4'(D^:/^HA^a43i:t/3 -b Hn:^->- 2 -■^:7 hxm/^7°^HA^ 

;i/it«^n^'n3 2. 8%. o. 9 iTabo;^.. ^bT;i®^;^^*^ti:i^^ 
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5-:r.#6n7t6•■5?.d:^.gJJ '7^iI;^l1] 6 omg_^o. s m i (d^M^ (Q , 2 s 

m g ¥:^;VjJ?^ V ^Jl'tJl P — X, 0 . 5 m g ©Pi? 'J V jy-^— h 8 0\ 2 5 
m g >z- h-;i/§^^l^fi^®7K) {Z6^m.l^X 8 ~ 1 o:ilfi&a44 S 

1 tl^To 



1 





IS 


1j1 


2 M 


3jS 


4jS 


mmmi 


7 3 % 


3 0 % 


11% 


6 % 


6 % 




8 5 % 


3 7 % 


9 % 


1%. 




mmms 


7 0 % 


3 1% 


1 4 % 


9% 




mmm 4 


7 7 % 


2 9 % 


1 1 % 


1 0 % 


6 % 


mmms 


8 1 % 


4 4 % 


2 5% 


1 7 % 


13% 
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5 ^jiM?; 

S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CjHs (J^AT. ^■7°5^ H B t 

mm-t^o mmm^uM) (Dmmm. o. sg ^ o. smi (7)^®7Kt::j^^sufc:?^?s^> dl- 

?Lmfi^#: (S»¥l^^^a 36, 000. i[5p±^^^« 18, 000, ^^;Ht:^«Sto 

70. 4 M mol/g) 3. 08g*^i:D^'3 -t Hn^>^- 2 -:^-7 
10 hx^ 0. 12g^v^^an^^> Smi 43i;tKx^ y — ;|/ 0. 3ml (Z)^Wa?^^T7^ 

;^Co :;^Vi-r:i(DW/oxT;i/->3 i5t:tciigi5bT*3ii:^ o. n (w/w) 

Ji^U Hx;1/T;1/D-J1/ (EG-40, B^-^efe^b^M) TKJg^SOOml "ficaAL, 
— h^>^4N^a4^+)— ^fflV^T 7, 000rpm T?jt*^LW/0/WXT;Ui/3 > t 
15 b/io ^(Z)W/oywxN';i/~>3 >^MT 3 BtFBmi^bT>?^^POpc^>43 
cfctXXi5'y-;i.^J?SJc/cC(.^b(i>1-7]ct§4'(cMm$i±> M^S^k^l^^^ 75 

u m <Dmm^(Dm^^^m^^xmMi^. 'A^^-iz-m'b^Mm (05PR-22, Biimi^m) 

^fflV^T 2. OOOrpm, 5 5^rBlO^#T-T< ^ D;^y-fe;U^j5tl^$-&TitSbfc<> 

UmitA&%. -T<^D:^y-fe;i/4J<^^7'5^HB^a«2l. 3%, 3-t: Fn^>^- - 
■e^bT5icJ?)rc$tA3^^(i, ^y5^HBt;:*Dt^T IO6. 6%, 3 -ti Fp^5>- 2 

25 -:^:7 hxM{c4oViT 98. 6%-efeo;^o 
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amm^i^'^'f-m 25, 200, m.w-i^^^m 12, 800, ^^)v^t^mm\z^^tiji 

62.5 n mol/g) 4. 62g *D=fcD^'3 - t Fu^v-- 2 Hx^ 

lix;i/Til/3-;i/ (EG-40, B^^MAt^W 7Kmm 1200ml ^'ll^^^AL, 

If >M7}^^:^^1t-^fflliT 7. OOOrpm Tjt*^bW/'0/WX-T;Uv3 > t L 

m 0@PI#CDltVi^fflViTStilb. ;i>:l/iT3S'iL^5^« (05PR-22,. BALMf^m) 
<£:fflViT 2. OOOrpm, 5 53'fBlO^^T-7'1' ^ n;^y-tr;i/^ttl^$-l±Tfi*L.^o 

^>«5[ V > - h -)l 0.. 3g €:^Jn l^T^^^ Urc^^^^^j^ bTJl^^K ^ L.Tt# e> 

loIiR^t* 55. 2^. T-r^n:*jyir;Utt'(Z)^y^FB'^»«2l. 3%, 

20 ■^«-e^bT3jcii6;t$^A^^«. F Bj::43liT 99. 7^, 3 - k F n4^-> 

-2--ryhJimz^l^X\02.2%T$>'Drzo 

25 28. 800, ic^l^^y-^fi 14. 500, ^^^Hb^STStwJ;^:^;!/^?^^/;!-** 78. 1 
_ M mo 1/g) t ytfiA^ «|I|SM 8jcf t iZX- T -y:! J7 p ti Xiz^l^Bm . 
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M^tiS 0. 2%, ■T^^atiy't)U^(D^-:f^ \^B-^mit2 0 . - 8%v 3 - 

F B (Dmm^ i. 2g ^ i. 2nii (Dm^yi^izmmvrzmm^. mt^m 9 ^iIrI 

;i/f>3>^. ?-J6 15°C{rllgnbT*5Vifc 0. I5g (w/w) 4^ U t:x;i/T;Hi — 

(EG-40, H^'&fiKib^M) 7K?^?^ 1200ml 4^ mXL, iS^-t:>MiiN^5^i^ 
-^ffll^i. 7, 000rpmTW/O/WXV;i/'>3 ><hb^Co OTHMMS ^mmiZ; 

mr^vx-^^ ^nijy'-tji'ii^^^nrzo muvrz-ry-h-ji^sYm-xm^i^ 

^FB^«« 12. Tfeofco ^UT^l®^3^^«^ttiA^^ST^bT^; 
tJe-pT3 - k FD^->2 - :h:7 hx^cDmiPJcJ; D^:/^ FBOiirA5S)»^^± 

20 

^liS^J 10 

^7"^ KB©s^^*^ 1. oog ^ 1. oomi (Dm^7K\zmmvrzmm^> DL-?L^a 

-kW (a«¥i^5^^a 49. 500, iSc^pj^^^a 17. 500, ^^;Hb^«S(::cfc^:^ 

;U4^=^>-;i/S»45. 9 Ai mol/g) 3. 85g *5i:t/3 - t Fd4^'>- 2 -±y hx^ 
25 0. 15g ^iy^nb^^y 7. 5ml 4ocfctXxiS7y-;i/ o. 4ml (Dm^mmMXT^mi^ 

Tzmmtm^vxyt^'^i^'r^-^—x^^tv. w/oxt;i/v3 >^?^^bfco 
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(Dmmmiumt 53. -^^ ^ utiy'^jiTpcD^y"^ h B^ft« is. 02%. 3 - 

5 fe.h^n =^^>^ - 2 -^ -7 Kx^#»{l 2. 70 

mmm 11 

10 }^.B(Dmmm. 1. 202g ^ 1. 20ini (Dm^mzmmLTcmm^. DL-fLi?a 

(m«^1^5^^« 19. 900. ^TO^^a 10. 700, ^^JHb^M^tCj:^;^ 
;i//j^=^->;US» 104. 6 mol/g) 4. 619 :fecfctX3 - h Hd^->- 2 -^:7 hX^ 
0. 179g ^zy^uu:A^y 7. 5ml ^^ZSx.^ y—)]/ 0. 45ml ©rgW^^^T^^jS 
L;^^^^?l'&bT>J^^5^:^-f lf--e?Ukb, w/oxt;ws^3 >^?^eKU;^Co 
15 J^TV >X ;KD?^j!jP»^ 0. 303g i:b;ti^>l^fSII»!l8 (^IBiK^lRl^ifCL 

^mit 15. 88%. 3-\^]^a^iy-2-i-y hX^^»« 2. 23%T-^o:to 
20 ViT 77. 75%, 3 - t H.P^v- 2 --i^:? hxMt^*5V^T 75. 05«"e^o:^o 

mmmi2 - 

HBcDi^^it 1. OOg ^ 1. 00ml ©||g7jclc^^bfc?^^^, DL-?LMS 
(fiS^i^^^-^fi 25, 900, fc^i^^^fi 7. 100, 7|5>S:^;P4^^->';WS« 98. 2 
25 M mol/g) 3. 85g^J;r)^'3 - t F o^^i/- 2 -:^:7 Nx^O. ISg^i^^DD^^^ 

> 5, 5mlJfe^r/x_^$7 y-;^ 
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45 . 

iHliR^fi 48. 8^, -^-i ^ntl':/'\l)V^<D^y'^VB^mn2\.3l%. 3-tFn 

5 ^^mxmi'XT^ibrc.mx^jjmi-^. ^y°^ f b {c^s v^t loe. 5*; 3 - 1 h 

l:bi^^J2 

^:7°5^ F B (Dm^^ 1. oog^ 1. 00ml (DM^7Kizmmhrz:mm^. mmm 1 2 

10 tlWID DL-?L^fi-&#: 4. OOg ^>'^aD^^> 5ml T^j^Lfer^^^.t^g'&UT 

KSlUJK^Jl 48. 7%. v-r^p;^7-7°-tr;i/4'(D^y5^FB#»H 11. 4nT*ofco 
^bT^(D||^^«^ttjA;?^-^a-Trl^bT^56fc<:/^KB(Di*AW 57. 1% 
15 X$>-oX. mmmi 2{Zit^X\'i^-/)^zm^o tA!oT3 - t HD^'>2 

13 

DL-?L^tt^#: 30. 600, m¥±^^^S 14. 400, ^^Mt^ 

20 «r*f::J:^:^;i^4^=^'>;U*»63. 0 At inol/g)89. 2g^>^^ DO^^>115. 3gT 
mmiytz^^&t. 3 -}z\^a=^i^- 2 -^y hXm. 3. 45g <£r>^^DD^^> 
38. 8g 43j:tor$'y-;i/ 6. 27g c^^W^?§JtT^^L/t^^^^-&bT 28. 5°C 

^ 20ml a)^^7jcl3?§^bT 44. S'CtcMb^^cTK^^i^ch^'&bT 5 ^mm^WV 

25 xaa-fbLfcitt^tv^-nf— ^fflvi. 10. ooorpm. 5 ^mo^mzx^uthw 
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WZ. l^'CizmmiVX^V^rz Q. n (w/w)#U h:-;UT;i/3l-;l' (EG-40. 

B:^^f$.i\:^m) 7mm 20 u y hji^^iz s^m-vmxL. homomic line flow 

i^^mitm) ^ffll^T 7.000rpraTjti^LW/O/WX-7;i/>'3>i:Lfc.o :i 

«-ei^LT^J6}^cMA¥«. ^y5^FBtC:fel.iT 104. 5%, 3 - t H P^>- 2 
-::h:7 hx^fcisv^T 102. l5KT'a5o/cc 

15 

II»J 8 i3fBifeCD-7-r ^n:^7°-k;H<) 45ing ^ O. 3ml (D^t^WlU (0. 15 mg (Dti 
)V-^^zy^'^)V-\L)Vu—7., 0. 3mg(DJi^U V;i/^— h 80, 1 Smg (DT >x h— ;i/ 
^?^j^L/r^@7jc) d^i-SftLT 7 ai^^tt SD ^ h (DW^J^Tl' 22G ^MifT 

P:^^°-fe;U^^Dmb. CCDtftD^y^^ HBiScfcD^'S - t HP^v- 2 -::^:7 
hXM$^«bT^n-6n(7)1iU^^«mUT5Rje)fc^#^*5ckt)^^^ffl bfcD 
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2 



Mw(Da) 




25. 200 




[COOH] (u mol/g- 




62. 5 










3 - fc HD^'>- 2 --ry hxM 




1 H 


93. n 


91. 0% 




2j1 


84. 2% 


54. n 




4il 


75. 1% 


34.5% 




831 


63.0% 


5. 1% 




1 2il 


46. 9% 


0.0% 




1 6ji 


31. 7% 


0. 0% 




2 OjI 


24. 0% 


0.0% 



^LT, CKTD-T-r ^D;t^:7°-tI;^«#^^^;IS^^;It3;^coT^31?g'l4^}^M^- 
(7)j5ftBii^n^Ttiwii;— ^ig^^j^MLTi/ix. '^.mi^mMti^xm$JiX'$> 
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3 ■ ■ ■ .■ 

DL-?LmM-€r#:(D^1t : 

10 mmm mmm^ mmmio m.mii mmmi2 mm 

Mw(Da) 

36. 000 . 28. 800 49.500 19,900 25.900 28,800 



[COOH] ( At mol/g- :^ U "7—) 












70. 4 


78. 1 


45.9 


104.6 


98. 2 


78. 1 


15 














la 


. 92. 9% 


94. 6% 


93. 0% 


92.3% 


89. 4% 


. 83.1% 


2 M 


82. 2% 


82. 2% 


80. 4% 


37. 5% 


34.3% 


73. 0% 


431 


69. 6% 


69. 2SK 


58. 35K 


30. 7% 


29. 7% 


65. 3% 


8ii 


62. 1% , 


56. 0% 


36. Q% 


24.6% 


20. 8% 




20 1 2ji 


47. 9!t 


39. 4% 


30. 8X 


18.6% 






1 6® 


32. 2% 




28.0% 








2 OM 






22. 9% 








2 4j1 


11. 6% 












2 8ji 


4. n 













25 , 



10 



15 
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x$>^o ui}^xhm^W'i7-^9itmm(D-T<^utiy°±)i^^^ o , 

^^p^jfM^if^ u -7- i^xmrn^i^^i'mm'^ 20, 000 50, 00 



^4 

^:/5'HB(ng/ml) 

hXT-P>(ng/ml) 

20 

«4y{)^e>0H^;?»^/^cJ:J:-5}':iS^'l4«I^K(7)lfil4'?i-Sti2 8 il^^T— ^cDffif^^i 



12 ii 


IBM 


24 M 


26 il 


28 jS 


1. 10 


1. 65 


1. 46 


2. 73 


1. 30 


0. 18 


0. 45 


0. 68 


0. 41 


0. 71 
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Bti^S^iV >X^;^ ^ A (SeP-Pak P 1 us QM 

y^^y-)i(Dmt& (v/v=i/5) imuzmmL-x. - 
(v/v=i/5) imn::?§^L;;tfe,0^?g'&LT, a—^^J—jL^^ryf-U—^-Tm 

15 ! ( 4 0 1: V — ^) UT. ^:7°^ F B (D 3 - t H D ^ - 2 - :^ -7 KX 

CCDifetZTK 0 . 5ml ^-fm^xmMi'V 4 (^PbIMI^ b:^^, - 0 . 2 m m7 ^ ;i/ 

y hJ:jmcDm&\-^^ti^ti2. 3 7g/L, 0. 7 5 1 g/L-e$>o:^Cc 
20 fe:^(D-gP(t^t«-DT*3 0 ±tEMfS^y^.F B (D 3 - t F n^i>- 2 -:t-:7 

■ hx-m^(D7mmmt^^ ^n. ^-f^ f b (Dmm^(D7mmm^^ i . o o o g / 

^ F B(D 3 - ti F □ ^ 5> - 2 - ±7 F X^i^T&^^^y^ F B (DW^miimM L LX 

mmx^^iit^^vxi^^^o . 

25 . ,' ■ 



m 
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If M (D ^ m 
10 mm 1 mmm(D'i^Mmm.^<^o 

15 7. ?L®!<h^U =1 — ;U^<7)mfi5c^;i/%7&^l 0 0/0~4 0/6 O-Trfe^WjjcCO 

8. $imt^V:3—)Vm<Dm.f^=t)l%^^l O 0/OT$)^Ht3;ROtgffllg7:®|S 

9 . m-^^omm^i^^i^M^^m 3 , 000 100, 000 x&^m^o) 

1 0 . a*^i^5^^«}6^'?^U 2 0 , 0 0 .0-5 0, 0 0 0Ta5^lf^©*gHm9 

1 1 . LH-RH mmi^-/)^^ 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
25 K4^, YtiDLeu, DAla, DTrp, DSer(tBu), D2Nal *feflDHis(ImBzl) 

Z JiNH-C^Hs^fc^i Gly-NH^^^-To iT^^tl'S^y^^ HT^^If^(Dtgfflm 3 



wo 99/36099 



52 



PCT/JP99/00086 



1 3 . t \i n^zyry hx.m^rz\t^(Dm^ lh-rh ii^^^rcti^(Z)^c^^:;i/ 

1:4. ^ift#*I^#l4^:TH-RH mS#:*7c«^©m/)U 4 % (w/w);J)^e, 2 4 % 

. 1 ^IB«(0^^i4aB£tlo 
1 6 . iiMffl T ^ ^ ©ISH^ 1 :^fB«(Z)^i&'l4m)««^o 

2 2. ^^(7)^ffl^3]llBmo^i5fMfiK#I^^WUT7^j:^HfiiLfli5S, WiiLm 

2 3. ifes^sfti^K^^t: \^u^iy-ry hxmi^*5cfca^'^'^i^5^-jWi4#UT-^ 
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2 8. ^S^^tt^y^H^fc Kd^'>:^:7 hx^^^^WbT^^ci:^!^:^^^*^^^ 

10 #Io 
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